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where poor access to refrigeration, trained health-care professionals, fetal monitoring, and drug options create substantial challenges to the administration of rapidacting intravenous medications. Oral medications, which are more stable in extreme environments, facilitate treatment of severe hypertension in rural areas, with the added benefit of fewer reactive, labile changes in blood pressure. Although effective oral antihypertensives exist, data from direct comparisons of these medications in the maternal population are scarce, leaving a dearth of evidence on which to build caregiver guidelines. 3, 4 The gold standard for practice and guidelines-the randomised controlled trial (RCT)-is an expensive undertaking that has received little interest by the pharmaceutical industry in the pregnant population because of the risk of teratogenicity and other lifelong, unknown risks to the fetus. 5 The financial and riskassessment hurdles of the RCT are compounded in LMICs by the lack of infrastructure to execute standardised protocols. Therefore, the choice of lifesaving antihypertensives in treatment of maternal severe hypertension is often determined by clinician preference, cost, and local availability. 6 In The Lancet, Thomas Easterling and colleagues 7 report the first, to our knowledge, RCT directly comparing the three most common oral antihypertensives for the treatment of severe acute hypertension in two public hospitals in Nagpur, India. In an openlabel, parallel-group study design, they randomly assigned 894 pregnant women presenting with severe hypertension at a mean gestational age of 36·5-36·7 weeks to receive one of three drugs: nifedipine retard (n=298), labetalol (n=295), or methyldopa (n=301). All three drugs were effective first-line treatments in controlling severe hypertension in the short-term without adverse maternal outcomes, the primary outcome of the study: 249 (84%) women in the nifedipine group, 228 (77%) women in the labetalol group, and 230 (76%) women in the methyldopa group had a systolic blood pressure of 120-150 mm Hg and a diastolic blood pressure of 70-100 mm Hg within 6 h of study drug administration. Although the three oral regimens are all viable first-line options, only nifedipine and labetalol were shown to be effective as single drugs; 56 (19%) women who received methyldopa required an additional antihypertensive drug to reach the target blood pressure. These results are reassuring to maternal caregivers; acutely ill patients can be managed successfully with readily available oral regimens and might not require several drugs if nifedipine and labetalol are used, an elegant and efficient solution in the most resource-scarce settings.
The three oral medications also had good safety profiles, with few adverse maternal outcomes across all groups. Only one eclamptic seizure was observed (labetalol group), an incidence that was lower than the hospital's reported incidence of eclampsia (1·7%), and lower than was observed in the treatment group of the Magpie trial, 8 despite the low use of magnesium sulphate (in 105 [12%] women). Notably, although gestational age at delivery was equivalent across all groups, there was a significant increase in the number of neonatal intensive care unit admissions for low or very low birthweight in the nifedipine group, leading to greater resource use. Given that neonates were delivered within an average of 1 day of randomisation, it is unlikely that the short-term use of nifedipine had a significant effect on the low birthweights observed. The difference is more likely attributable to the baseline disease state of the nifedipine group. Unfortunately, limitations of the study by Easterling and colleagues 7 are that the authors did not subclassify the cause of the severe hypertension at randomisation or at delivery, and they did not capture more specific diagnoses in neonates when they were admitted to the intensive care unit. Furthermore, the primary outcome was only assessed for up to 6 h; therefore, the findings might not be broadly generalisable to the real-world need to manage severe hypertension until delivery (on average, about 24 h after randomisation in this population). However, given the difficulty of rigorous protocol assessment without standard research infrastructure, the 6-h study period provides a practical understanding of the short-term oral management of acute hypertension on a relatively aggressive dosing schedule.
Despite these limitations, the study is reassuring to providers in LMIC settings that oral regimens are safe and viable options for acute hypertension in this population, and that nifedipine and labetalol might be used successfully as single drugs. The low incidence of eclampsia in this study suggests that a standardised treatment regimen as simple as regular blood pressure monitoring and oral antihypertensives could have a substantial effect on adverse maternal events when escalation of care is not possible in rural settings. Novel interventions for the treatment of hypertensive disorders of pregnancy, particularly pre-eclampsia, are on the horizon. 9 Rigorous, multicentre RCTs must be done to demonstrate the efficacy and safety of therapies in LMICs with the greatest burden of disease.
